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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Since glucagon-like peptide-1 

(GLP-1) is the most potent insul inotropic hormone known and has been 
shown to stimulate insulin secretion strongly in patients with type II 
diabetes, this invention uses GLP-1 or its biologically active analogues 
in .beta. -cell stimulatory tests in order to test .beta. -cell function 
in a simple way. The test provides information about insulin secretory 
capacity, is easy and reproducible and has insignificant side effects. 
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TI Novel glucagon-like peptide-1 used 

to improve the pancreatic beta-cell response to glucose. 
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PI WO 9964061 Al 19991216 (200011)* EN 45p 
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19990507; NO 2000006336 A WO 1999-US10040 19990507, NO 2000-6336 20001212; 
EP 1083924 Al EP 1999-921778 19990507, WO 1999-US10040 19990507; CZ 
2000004614 A3 WO 1999-US10040 19990507, CZ 2000-4614 19990507; HU 
2001002193 A2 WO 1999-US10040 19990507, HU 2001-2193 19990507; CN 1311687 
A CN 1999-809181 19990507; ZA 2000007383 A ZA 2000-7383 20001212; BR 
9911112 A BR 1999-11112 19990507, WO 1999-US10040 19990507; KR 2001052800 
A KR 2000-714110 20001212; JP 2002517469 W WO 1999-US10040 19990507, JP 
2000-553129 19990507; SK 2000001904 A3 WO 1999-US10040 19990507, SK 
2000-1904 19990507; AU 758825 B AU 1999-38899 19990507 

FDT AU 9938899 A Based on WO 9964061; EP 1083924 Al Based on WO 9964061; CZ 
2000004614 A3 Based on WO 9964061; HU 2001002193 A2 Based on WO 9964061; 
BR 9911112 A Based on WO 9964061; JP 2002517469 W Based on WO 9964061; SK 
2000001904 A3 Based on WO 9964061; AU 758825 B Previous Publ . AU 9938899, 
Based on WO 9964061 

PRAI US 1998-89044P 19980612 

AB WO 9964061 A UPAB : 20020208 

NOVELTY - The application of a novel glucagon- like 
peptide- 1 (GLP-1) in subjects with impaired 
glucose tolerance (IGT) reestablishes the 

tightly coordinated response of insulin secretion to increases in plasma 
glucose levels, to restore the insulin secretion responses from the 
ss-cell to plasma glucose level increases which are characteristic of 
normal subjects without IGT. 

DETAILED DESCRIPTION - A novel composition (I) comprises a compound 
which binds to a receptor for GLP-1 and a pharmaceutical carrier, the 
compound being present in an amount effective to enhance the sensitivity 
and response of pancreatic ss -cells to changes in plasma glucose, as 
measured by the timing and amount of insulin secretions in responses to 
increases in plasma glucose, in a human with IGT. 

INDEPENDENT CLAIMS are also included for the following: 

(1) treating an individual with IGT by 
administering (I) to produce one of the following effects: 

(a) enhance the regularity if insulin responses and its amplitude in 
reaction to changes in plasma glucose; or 

(b) to retard or arrest the loss of plasma glucose control and the 
development of non- insulin dependent diabetes mellitus (NIDDM) ; 

or 

(c) to improve entrainment of ss-cell insulin secretory responses to 
exogenous glucose oscillations; or 

(d) to enhance a normalization of insulin secretory patterns in 
IGT; or 

(e) to reduce plasma insulin levels in an individual with IGT 

; or 

(f) to reduce insulin resistance in an individual with IGT; 

or 

(2) treating an individual whose symptoms indicate 

increased risk of a cardiovascular or cerebrovascular event, comprising 
administering (I) to enhance the regularity if insulin responses and its 
amplitude in reaction to changes in plasma glucose, and to reduce plasma 
insulin levels. 

ACTIVITY - The glucagon- like peptide- 



1 (GLP-1) reestablishes the tightly coordinated response of 
insulin secretion to increases in plasma glucose levels. 
MECHANISM OF ACTION - None given 

USE - The methods, compositions and glucagon- like 
peptide-1 (GLP-1) of the invention can be used in 
therapeutic treatment for normalizing impaired 
glucose tolerance. Administration of GLP-1 also 

regulates or normalizes insulin secretion pattern which will result in 

overall reduction of plasma insulin in impaired glucose 

tolerance (IGT) . This normalization will in turn reduce 

the condition of insulin resistance. The effective treatment of 

IGT also decreases the risk of cardiovascular and cerbrovascular 

events . It can therefore be provided as a preventative to 

patients of known high risk for such events. Antibodies against GLP-1 can 
be used to identify GLP-1 like peptides for use in the methods of the 
invention . 

ADVANTAGE - Administration of GLP-1 improves the function of the 
ss-cells to secrete insulin in response to increases in plasma glucose 
levels . 
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to improve the pancreatic beta-cell response 
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2000-553129 19990507; SK 2000001904 A3 WO 1999-US10040 19990507, SK 
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BR 9911112 A Based on WO 9964061; JP 2002517469 W Based on WO 9964061; SK 

2000001904 A3 Based on WO 9964061; AU 758825 B Previous Publ . AU 9938899, 

Based on WO 9964061 
PRAI US 1998-89044P 19980612 
AB WO 9964061 A UPAB : 20020208 

NOVELTY - The application of a novel glucagon- like 

peptide-1 (GLP-l) in subjects with impaired 

glucose tolerance (IGT) reestablishes the 

tightly coordinated response of insulin secretion to increases in plasma 
glucose levels, to restore the insulin secretion responses from the 
ss-cell to plasma glucose level increases which are characteristic of 
normal subjects without IGT. 

DETAILED DESCRIPTION - A novel composition (I) comprises a compound 
which binds to a receptor for GLP-1 and a pharmaceutical carrier, the 
compound being present in an amount effective to enhance the sensitivity 
and response of pancreatic ss-cells to changes in plasma glucose, as 
measured by the timing and amount of insulin secretions in responses to 
increases in plasma glucose, in a human with IGT. 

INDEPENDENT CLAIMS are also included for the following: 

(1) treating an individual with IGT by 
administering (I) to produce one of the following effects: 

(a) enhance the regularity if insulin responses and its amplitude in 
reaction to changes in plasma glucose; or 

(b) to retard or arrest the loss of plasma glucose control and the 
development of non- insulin dependent diabetes mellitus (NIDDM) ; 

or 

(c) to improve entrainment of ss-cell insulin secretory responses to 
exogenous glucose oscillations; or 

(d) to enhance a normalization of insulin secretory patterns in 
IGT; or 

(e) to reduce plasma insulin levels in an individual with IGT 



; or 
or 



(f) to reduce insulin resistance in an individual with IGT; 



(2) treating an individual whose symptoms indicate 
increased risk of a cardiovascular or cerebrovascular event, comprising 
administering (I) to enhance the regularity if insulin responses and its 
amplitude in reaction to changes in plasma glucose, and to reduce plasma 
insulin levels. 

ACTIVITY - The glucagon-like peptide- 
1 (GLP-l) reestablishes the tightly coordinated response of 
insulin secretion to increases in plasma glucose levels. 



MECHANISM OF ACTION - None given 

USE - The methods, compositions and glucagon-like 
peptide-1 (GLP-1) of the invention can be used in 
therapeutic treatment for normalizing impaired 
glucose tolerance. Administration of GLP-1 also 

regulates or normalizes insulin secretion pattern which will result in 

overall reduction of plasma insulin in impaired glucose 

tolerance (IGT) . This normalization will in turn reduce 

the condition of insulin resistance. The effective treatment of 

IGT also decreases the risk of cardiovascular and cerbrovascular 

events . It can therefore be provided as a preventative to 

patients of known high risk for such events. Antibodies against GLP-1 can 
be used to identify GLP-1 like peptides for use in the methods of the 
invention . 

ADVANTAGE - Administration of GLP-1 improves the function of the 
ss-cells to secrete insulin in response to increases in plasma glucose 
levels . 
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retinoid-x receptor modulators 
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CLMN Number of Claims: 7 9 
ECL Exemplary Claim: 1 
DRWN No Drawings 
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AB Combination therapy comprising RXR modulators and glucose reabsorption 

inhibitors useful for the treatment of diabetes and Syndrome X 
are disclosed . 
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TI Amide derivatives as therapeutic agents 
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DRWN No Drawings 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to compounds of the general formula ##STR1## 

which are activators of glucokinase (GK) , and which may be useful for 
the management, treatment, control, or adjunct 
treatment of diseases or conditions, where increasing 
glucokinase activity is beneficial, for example diseases such as 
IGT, Syndrome X, type 2 diabetes, type 1 diabetes, dyslipidemia, 
hyperlipidemia, hypertension, and obesity. 
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LREP Novo Nordisk Pharmaceuticals, Inc., 100 College Road West, Princeton, 

NJ, 08540 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to the use of a combination of a glucokinase 

activator and a glucagon antagonist for the management, 
treatment, control, or adjunct treatment of diseases, 

where increasing glucokinase activity and inhibiting the activity of 
glucagon is beneficial, such as for management, treatment, 
control, or adjunct treatment of type 1 diabetes or type 2 
diabetes . 
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Exemplary Claim: 1 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

The invention provides polypeptides that act both as an agonist of the 
GLP-1 receptor and an antagonist of the glucagon 
receptor. Such polypeptides are useful for treating 
individuals with type 2 diabetes or other metabolic disorders. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 
Since glucagon- like peptide-1 ( 
GLP-1) is the most potent insulinotropic hormone known 

and has been shown to stimulate insulin secretion strongly in patients 
with type II diabetes, this invention uses GLP-1 or 

its biologically active analogues in .beta. -cell stimulatory tests in 



order to test .beta. -cell function in a simple way. The test provides 
information about insulin secretory capacity, is easy and reproducible 
and has insignificant side effects. 
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TI Combination of FBPase inhibitors and antidiabetic agents useful for the 

treatment of diabetes 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A combination therapy of at least one FBPase inhibitor and at least one 

other antidiabetic agent is disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Combination therapy comprising RXR modulators and glucose reabsorption 

inhibitors useful for the treatment of diabetes and Syndrome X 
are disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Combination therapy comprising PPAR modulators and glucose reabsorption 

inhibitors useful for the treatment of diabetes and Syndrome X 
are disclosed. 
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Division of Ser. No. US 2001-879654, filed on 12 Jun 2001, 
No. US 6432969 
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Utility 
APPLICATION 

THOMAS HOXIE, NOVARTIS CORPORATION, PATENT AND TRADEMARK DEPT, 
MORRIS AVENUE , SUMMIT, NJ, 079011027 
Number of Claims: 3 5 
Exemplary Claim: 1 
No Drawings 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB The present invention relates to certain 

glycyl) -2-cyanopyrrolidines of formula I 



N- (substituted 
##STR1## 



wherein Y is as defined herein, in free form or in acid addition salt 

form. Compounds of formula I inhibit DPP-IV (dipeptidyl-peptidase-IV) 

activity. They are therefore indicated for use as pharmaceuticals in 

inhibiting DPP-IV and in the treatment of conditions mediated 

by DPP-IV, such as non- insulin-dependent diabetes mellitus, arthritis, 

obesity, osteoporosis and further conditions of impaired 

glucose tolerance. 
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Fused 1,2,4- thiadiazine derivatives, their preparation and use 
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Continuation of 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to 4H- thieno [3 , 2 -e] -1 , 2 , 4 -thiadiazine 

derivatives of the general formula: ##STR1## 



wherein X, Y, R.sup.l, R.sup.2 and R.sup.3 are defined in the 
description, compositions thereof and methods for preparing the 
compounds are described. 

The compounds are useful in the treatment of diseases of the 

central nervous system, the cardiovascular system, the pulmonary system, 

the gastrointestinal system and the endocrinological system. 

L16 ANSWER 11 OF 19 US PAT FULL on STN 
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TI Method of treating the syndrome of type 2 diabetes in humans 

IN Clemens, Anton H., Madison, WI , UNITED STATES 

PA CPD, LLC, Madison, WI , UNITED STATES (U.S. corporation) 
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DT Utility 
FS APPLICATION 

LREP MICHAEL BEST & FRIEDRICH, LLP, ONE SOUTH PINCKNEY STREET, P O BOX 1806, 

MADISON, WI, 53701 
CLMN Number of Claims: 53 
ECL Exemplary Claim: 1 
DRWN 1 Drawing Page(s) 
LN.CNT 5 80 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides a method of treating a human suffering 

from the Syndrome of Type 2 Diabetes by administering, by a 
pharmaceutically effective mode, a drug composition having an 
opioidergic agent including opiates having .mu. -agonist activity, 
opiates having .kappa, antagonist activity or a combination thereof and 
an insulin secretagogue . 
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TI N- (substituted glycyl) -2 cyanopyrrolidines , pharmaceutical compositions 

containing them and their use in inhibiting dipeptidyl peptidase -IV 
IN Villhauer, Edwin Bernard, Morristown, NJ, United States 
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PI US 6432969 Bl 20020813 

AI US 2001-879654 20010612 (9) 

PRAI US 2000-325743P 20000613 (60) 

DT Utility 
FS GRANTED 

EXNAM Primary Examiner: Shah, Mukund J.; Assistant Examiner: Liu, Hong 
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CLMN Number of Claims: 31 
ECL Exemplary Claim: 1 

DRWN 0 Drawing Figure (s) ; 0 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to certain N- (substituted 

glycyl) -2 -cyanopyrrolidines of formula I ##STR1## 

wherein Y is as defined herein, in free form or in acid addition salt 

form. Compounds of formula I inhibit DPP-IV (dipeptidyl-peptidase-IV) 

activity. They are therefore indicated for use as pharmaceuticals in 

inhibiting DPP-IV and in the treatment of conditions mediated 

by DPP-IV, such as non- insulin-dependent diabetes mellitus, arthritis, 

obesity, osteoporosis and further conditions of impaired 

glucose tolerance. 
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function and the presence of the condition of IGT and type II 
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DT Utility 
FS GRANTED 

EXNAM Primary Examiner: Nolan, Patrick J. 
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DRWN 17 Drawing Figure (s) / 9 Drawing Page{s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB Since glucagon-like peptide-1 ( 

GLP-1) is the most potent insul inotropic hormone known 

and has been shown to stimulate insulin secretion strongly in patients 
with type II diabetes, this invention uses GLP-1 or 

its biologically active analogues in .beta. -cell stimulatory tests in 
order to test .beta. -cell function in a simple way. The test provides 
information about insulin secretory capacity, is easy and reproducible 
and has insignificant side effects. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to 4H-thieno [3 , 2 -e] -1, 2 , 4 -thiadiazine 

derivatives of the general formula: ##STR1## 

wherein X, Y, R.sup.l, R.sup,2 and R.sup.3 are defined in the 
description, compositions thereof and methods for preparing the 
compounds are described. 

The compounds are useful in the treatment of diseases of the 

central nervous system, the cardiovascular system, the pulmonary system, 

the gastrointestinal system and the endocrinological system. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to fused 1 , 4 -thiazine-2 -carbonitrile 

derivatives, compositions thereof and methods for preparing the 
compounds . 

The compounds are useful in the treatment of diseases of the 

central nervous system, the cardiovascular system, the pulmonary system, 

the gastrointestinal system and the endocrinological system. 
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Primary Examiner: Azpuru, Carlos A. 
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Number of Claims : 62 
Exemplary Claim: 1 

8 Drawing Figure (s); 7 Drawing Page(s) 
1447 

INDEXING IS AVAILABLE FOR THIS PATENT. 

Drug delivery systems and methods for administering a glucagon-like 
insulinotropic peptide to the buccal mucosa for transmucosal drug 
delivery are described. The drug delivery systems comprise a drug 
composition containing an effective amount of the glucagon-like 
insulinotropic peptide and an effective amount of a permeation enhancer 
for enhancing permeation of glucagon-like insulinotropic peptide through 
the buccal mucosa and means for maintaining the drug composition in a 
drug transferring relationship with buccal mucosa. These systems can be 
in free form, such as creams, gels, and ointments, or can comprise a 
device of determined physical form, such as tablets, patches, and 
troches. A preferred glucagon-like insulinotropic peptide is GLP 
-1(7-36) amide . 
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to improve the pancreatic beta-cell response 

to glucose. 
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CZ 2000004614 A3 20010613 (200138) 

HU 2001002193 A2 20011029 (200175) 

CN 1311687 A 20010905 (200201) 

ZA 2000007383 A 20011128 (200202) 52p 

BR 9911112 A 20011127 (200203) 

KR 2001052800 A 20010625 (200209) 

JP 2002517469 W 20020618 (200242) 48p 

SK 2000001904 A3 20011106 (200254) 

AU 758825 B 20030403 (200335) 

ADT WO 9964061 Al WO 1999-US10040 19990507/ AU 9938899 A AU 1999-38899 

19990507; NO 2000006336 A WO 1999-US10040 19990507, NO 2000-6336 20001212; 

EP 1083924 Al EP 1999-921778 19990507, WO 1999-US10040 19990507; CZ 

2000004614 A3 WO 1999-US10040 19990507, CZ 2000-4614 19990507; HU 

2001002193 A2 WO 1999-US10040 19990507, HU 2001-2193 19990507; CN 1311687 

A CN 1999-809181 19990507; ZA 2000007383 A ZA 2000-7383 20001212; BR 

9911112 A BR 1999-11112 19990507, WO 1999-US10040 19990507; KR 2001052800 

A KR 2000-714110 20001212; JP 2002517469 W WO 1999-US10040 19990507, JP 

2000-553129 19990507; SK 2000001904 A3 WO 1999-US10040 19990507, SK 

2000-1904 19990507; AU 758825 B AU 1999-38899 19990507 
FDT AU 9938899 A Based on WO 9964061; EP 1083924 Al Based on WO 9964061; CZ 

2000004614 A3 Based on WO 9964061; HU 2001002193 A2 Based on WO 9964061; 

BR 9911112 A Based on WO 9964061; JP 2002517469 W Based on WO 9964061; SK 

2000001904 A3 Based on WO 9964061; AU 758825 B Previous Publ . AU 9938899, 

Based on WO 9964061 
PRAI US 1998-89044P 19980612 
AB WO 9964061 A UPAB : 20020208 

NOVELTY - The application of a novel glucagon- like 

peptide-1 (GLP-1) in subjects with 

impaired glucose tolerance (IGT) 

reestablishes the tightly coordinated response of insulin secretion to 
increases in plasma glucose levels, to restore the insulin secretion 
responses from the ss-cell to plasma glucose level increases which are 
characteristic of normal subjects without IGT. 

DETAILED DESCRIPTION - A novel composition (I) comprises a compound 
which binds to a receptor for GLP-1 and a 

pharmaceutical carrier, the compound being present in an amount effective 
to enhance the sensitivity and response of pancreatic ss-cells to changes 
in plasma glucose, as measured by the timing and amount of insulin 
secretions in responses to increases in plasma glucose, in a human with 
IGT . 

INDEPENDENT CLAIMS are also included for the following: 
(1) treating an individual with IGT by 
administering (I) to produce one of the following effects: 

(a) enhance the regularity if insulin responses and its amplitude in 
reaction to changes in plasma glucose; or 

(b) to retard or arrest the loss of plasma glucose control and the 
development of non- insulin dependent diabetes mellitus (NIDDM) ; 

or 

(c) to improve entrainment of ss-cell insulin secretory responses to 
exogenous glucose oscillations ; or 

(d) to enhance a normalization of insulin secretory patterns in 



IGT; or 

(e) to reduce plasma insulin levels in an individual with IGT 

; or 

(f) to reduce insulin resistance in an individual with IGT; 

or 

(2) treating an individual whose symptoms indicate 
increased risk of a cardiovascular or cerebrovascular event, comprising 
administering (I) to enhance the regularity if insulin responses and its 
amplitude in reaction to changes in plasma glucose, and to reduce plasma 
insulin levels. 

ACTIVITY - The glucagon-like peptide- 
1 (GLP-1) reestablishes the tightly 

coordinated response of insulin secretion to increases in plasma glucose 
levels . 

MECHANISM OF ACTION - None given 

USE - The methods, compositions and glucagon-like 
peptide-1 (GLP-1) of the invention 

can be used in therapeutic treatment for normalizing 
impaired glucose tolerance. Administration of 
GLP-1 also regulates or normalizes insulin secretion 

pattern which will result in overall reduction of plasma insulin in 
impaired glucose tolerance (IGT) . 

This normalization will in turn reduce the condition of insulin 
resistance. The effective treatment of IGT also 

decreases the risk of cardiovascular and cerbrovascular events. It can 
therefore be provided as a preventative to patients of known 
high risk for such events. Antibodies against GLP-1 
can be used to identify GLP-1 like peptides for use in 
the methods of the invention. 

ADVANTAGE - Administration of GLP-1 improves the 
function of the ss-cells to secrete insulin in response to increases in 
plasma glucose levels. 
Dwg .0/6 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A composition for transmucosally administering a drug to the oral cavity 

comprises an adhesive layer comprising a hydrophilic polymer having one 
surface adapted to contact a first tissue of the oral cavity and adhere 
thereto when wet and an opposing surface in contact with and adhering to 
an adjacent drug- containing layer comprising an effective amount of a 
drug and optionally an effective amount of a permeation enhancer, 
wherein the drug- containing layer is adapted to contact and be in drug 
transfer relationship with a mucosal tissue of the oral cavity when the 
adhesive layer contacts and adheres to the first tissue. Preferred drugs 
include peptides, such as glucagon-like insulinotropic peptides. A 
method of transmucosally administering a drug to the oral cavity is also 
disclosed . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Drug delivery systems and methods for administering a glucagon-like 

insulinotropic peptide to the buccal mucosa for transmucosal drug 
delivery are described. The drug delivery systems comprise a drug 
composition containing an effective amount of the glucagon-like 
insulinotropic peptide and an effective amount of a permeation enhancer 
for enhancing permeation of glucagon-like insulinotropic peptide through 
the buccal mucosa and means for maintaining the drug composition in a 
drug transferring relationship with with buccal mucosa. These systems 
can be in free form, such as creams, gels, and ointments, or can 
comprise a device of determined physical form, such as tablets, patches, 
and troches. A preferred glucagon-like insulinotropic peptide is 
GLP-1 (7-36) amide. 
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